Docket No 10013.0014US 
Application of Schmidt 
Page 5 

REMARKS 

The Applicants have carefully considered the Office Action mailed July 12, 2006, and 
have the following comments. 

Claims 16-17 and 32-46 were indicated as pending. However, claim 39 was cancelled in 
the Reply of January 6, 2006. Thus, the pending claims are believed to be 16-17, 32-38 and 40- 
46. 

The indication contained in the July 12 th Office Action that the Examiner has withdrawn 
the previous objections to the specification, sequence listing, and the claims, and the prior 
rejection of the claims under 35 U.S.C. §1 12(2) is acknowledged and appreciated. 

Applicants have amended claim 16 to incorporate the limitations of claim 38 and to 
indicate that the streptavidin-binding peptide is located at the carboxy terminus or amino 
terminus of the protein. Claim 38 has therefore been cancelled without prejudice. Additionally, 
claim 35, which is drawn to a broader embodiment of claim 16 (before the current amendment) 
than claim 38 has also been cancelled. Both such claims have been cancelled without prejudice 
to their future presentation in this or a continuation or divisional application. Additionally, claim 
46 has been cancelled without prejudice to its later presentation in this or another patent 
application. Applicant points out that since the protein moiety of claim 17 (to which claim 46 
referred) may be any protein not inhibiting binding of the multitag to streptavidin or a mutein 
thereof, cancellation of this claim does not in any way constitute a surrender of any subject 
matter but merely removes a possible point of confusion in discussions between the Applicant 
and the Examiner. 

Finally, new claim 47 has been added to indicate that the fusion protein consists of the 
streptavidin-binding peptide located at the carboxy terminus or amino terminus of the protein. 
Support for this limitation can be found at page 17, lines 1-2 of the specification. 
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The present amendments have been made in order to clarify and expedite the allowance 
of claims in the present application, and do not represent new, surrendered or abandoned subject 
matter. 

Claim Objection 

The July 12, 2006 Office Action objected to claim 38 for the recitation of the term 
"asparagines". This objection is now moot in light of the cancellation of claim 38. 

Rejections Pursuant to 35 U.S.C 112(1) 

Written Description 

Claims 16-17, 32-38 and 40-46 were rejected as allegedly lacking adequate written 
description in the specification. Applicants respectfully traverse this rejection, as it may be 
considered with regard to the presently amended claims, for the following reasons. 

The present invention is drawn to improved fusion proteins and peptides able to 
selectively bind to substrates comprising streptavidin (which term means either or both naturally- 
occurring and mutein or optimized forms such as the STREPTACTINS®). The streptavidin- 
binding peptides of the present invention have the unique ability to bind strongly to their 
substrate under non-competitive conditions and yet to bind more weakly under competitive 
conditions. This bimodal characteristic results from cooperative binding of a sequential 
arrangement in the peptide of at least two binding modules, wherein each module is able to 
independently bind either streptavidin or a streptavidin mutein. In this way, the multiple 
modules cooperate under non-competitive conditions in a synergistic manner to cause tight 
binding of the peptide to the substrate. However, under competitive conditions each module has 
to compete independently with binding of a free substrate binding molecule (or mimic thereof), 
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e.g. biotin or biotin derivatives, thereby resulting in the effect that elution of the whole peptide 
that comprises the two sequentially binding modules is almost as fast as for a single module 
alone. This is disclosed in detail throughout the specification; for example, see pages 3-8. 

"The 'essential goal' of the written description requirement is to ensure that patent 
application as a whole clearly conveys [to the person of ordinary skill in the art] the information 
that an applicant has invented the subject matter which is claimed." Pto Final Examiner 
Guidelines On Written Description Requirement 66 Fed. Reg. 1099, 1 104 (2001) 
(hereinafter the "GuiDELiNES")(quoting Vas-Kath, Inc. v. Murhurkar, 19 U.S.P.Q. 2d (Fed. Cir. 
1991)(emphasis added). 

u In most cases the statement that 'an originally filed claim is its own written description' 
is borne out" Guidelines at 1 100 (emphasis added). Furthermore, there is no "in haec verba" 
requirement requiring literal, word-for-word disclosure in the specification of the language used 
in claim limitations; newly added claimed limitations may be supported in the specification 
through implicit or inherent disclosure as well as express disclosure. See e.g, Guidelines at 
1 1 05; In re Smythe, 1 78 USPQ 279 (CCP A 1 973); Lockwood v. American Airlines, Inc., 4 1 
USPQ2d 1961 (Fed. Cir. 1997)(emphasis added). 

The July 12 th Office Action rejects the claims drawn to this invention as allegedly lacking 
adequate written description. However, the Office Action appears to only look to the claims, 
rather than the remainder of the specification, for such description. For example, the Office 
Action indicates that "the claimed invention is directed to a fusion protein comprising a 
streptavidin-binding peptide linked to as protein, and the claims do not set forth a structure to 

make a correlation between structure and function [N]o structure is provided [in claim32] 

for said fusion protein [having a Kd greater than or equal to lOmM]. Claims 41-45 recite the 
structure of at least one of the modules of the streptavidin protein, however this does not rectify 
the issue raised as the claims are directed to a streptavidin binding peptide linked to an unknown 
protein and comprises a sequential arrangement of at least two modules. A skilled artisan cannot 
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envision the detailed chemical structure of the fusion protein as claimed absent adequate written 
description." Office Action of July 12 th at pages 3 and 4. 

Respectfully, Applicants strongly disagree that the specification lacks adequate written 
description and submit that the present application fully describes the claims as amended in great 
detail, commensurate with their scopes. For example, claim 16 is drawn to a fusion protein 
comprising a) a protein and b) a streptavidin-binding peptide comprising at least two sequentially 
arranged binding modules comprising the amino acid sequence (-His-Pro-Baa- in which Baa is 
selected from the group consisting of glutamine, asparagine and methionine) located at the amino 
or carboxy terminus of the protein. 

On page 8, at lines 18-24 the present specification makes clear that "[a]n essential feature 
of the peptides of the invention is the fact that they are not 2 separate tags but are a sequential 
arrangement of at least 2 streptavidin-binding individual modules. In this way, the binding 
properties are determined by the streptavidin-binding ditag or multitag and are independent of 
the protein to be fused thereto ." (Emphasis added.) All that is required is that the conformation 
of the protein moiety of the fusion protein exposes the di- or multitag moiety for binding. 

Thus, in this invention the identity of the "unknown protein" fused to the streptavidin- 
binding peptide is not critical to the functioning of the invention. The specification therefore 
fully informs the person of ordinary skill of this fact, and in so doing provides a complete written 
description enabling such a person to understand that the inventors are in possession of a fusion 
protein comprising a streptavidin-binding peptide and virtually any protein fused thereto. The 
person of ordinary skill in the art having knowledge of the 20 naturally occurring amino acids 
can certainly immediately conceive of an almost limitless number of precisely defined amino 
acid sequences (either possessing or lacking a biological activity) encompassing such a protein 
portion of the fusion peptide of the present invention, and understand that the invention can 
apply to virtually any linked protein. Since the necessary structural information ("protein") has 
been described, with regard to this portion of the claimed fusion protein the specification "clearly 
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conveys the information" that the Applicants have invented the subject matter that is claimed, 
and thus there is no issue with respect to written description with respect thereto. 

With regard to the streptavidin-binding peptide moiety of the fusion protein comprising at 
least 2 binding modules, the claims now require that each module comprise an amino acid 
sequence -His-Pro-Baa- in which Baa is selected from the group consisting of glutamine, 
asparagine and methionine. Moreover, the streptavidin-binding peptide is located at the amino 
or carboxy terminus of the protein. These limitations find support in the specification as filed 
(e.g., in claim 38 and support for this limitation can be found at page 17, lines 1-2) and add 
definite structural description to the claimed invention. Furthermore, page 6 indicates that each 
individual module has at least the sequence -His-Pro-Baa-, wherein Baa is glutamine or 
asparagine or methionine as is currently claimed) that the modules may be different or identical 
and that the distance between modules may be 0 to 50 amino acids. Examples (structures) of 
specific amino acid sequences for each module are contained at e.g., page 9 of the originally 
filed specification. On pages 12 and 13, the specification makes clear that in the streptavidin- 
binding peptide portion of the fusion protein the amino acids separating individual modules may 
be any amino acid (and preferably are Gly- and/or Ser-rich regions), but in any case do not 
comprise a protein having a biological function. The structure of six additional exemplary 
specific amino acid sequences for each module are contained at e.g., page 14 of the originally 
filed specification, as are the structures of 2 generic multitag peptides. The first of these generic 
structures represents at least 300 specific peptides; the second generic structure represents at 
least 5 specific peptides. 

Furthermore the Examples (see e.g., Example 1-3) disclose the precise structure of 
specific fusion proteins comprising cytochrome b562, E. coli alkaline phosphatase and green 
fluorescent protein linked to two different ditag peptides. 

On page 4 of the Office Action the Examiner has cited Vas-Cath, Inc. v. Mahurkar, 19 
USPQ2d 111, 1117 (Fed. Cir. 1991) for the proposition that an application must convey with 
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reasonable clarity to those of skill in the art that he or she was in possession of the invention. 
Applicants note that in applying this standard the Vas-Kath court held that the a design patent 
application comprising only drawings , conveyed with reasonable clarity the fact that the 
inventors of a composition (described in quite lengthy claims contained in a continuation utility 
application claiming priority to this design application), were indeed in possession of their 
invention at the filing date of the design application, and thus satisfied the written description 
requirement. The present specification and claims disclose the present invention (for example, 
as indicated in the cited language above) with at least as much clarity as did the prevailing party 
in Vas-Kath. 

The Examiner has also cited Fiers v. Revel, 25 USPQ2d 1601, 1606 (Fed. Cir. 1993) to 
allege that the current claims cannot be conceived without an actual reduction to practice. 
Applicants respectfully note that neither Fiers nor the Guidelines, nor any of the written 
description jurisprudence decided subsequently to Fiers has ever held that the written description 
requirement may only be satisfied by an actual reduction to practice. 

Fiers involved claims to a DNA coding for human fibroblast IFN-p; the patent 
application did not disclose the nucleotide sequence of any such DNA or element thereof, merely 
methods for obtaining the claimed DNA. The Fiers court held that Revel did not satisfy the 
written description requirement because "[a] bare reference to DNA with a statement that it can 
be obtained by reverse transcription is not a description; it does not indicate that Revel was in 
possession of the DNA." 

More recent cases, such as Regents of the University of California v. Eli Lilly & Co., 119 
F.3d 1559, 43 USPQ2d 1398 (Fed. Cir. 1997) and University of Rochester v. G.D. Searle & Co., 
358 F.3d 916, _ USPQ2d _ (Fed. Cir. 2004) involved similar fact patterns. In Eli Lilly the 
applicant failed to provide nucleotide sequence data for the claimed human insulin cDNA, and 
the court ruled that disclosure of a method for the isolation of this cDNA did not provide 
adequate written description. In University of Rochester, the patent application did not contain 
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any disclosure of the compounds contained in the claimed methods of treatment, which were 
instead defined solely by their functional characteristics; the court found that these claims were 
not supported because "there is no language here, generalized or otherwise, that describes 
compounds that achieve the claimed effect. " University of Rochester, 358 F.3d at 923. 

The present situation does not remotely resemble any of these extreme examples. The 
Applicants have set forth a representative number (over 300) of specific examples of the 
structure of peptides and fusion proteins falling within the claims. The Applicants have 
disclosed that the protein moiety may be virtually any protein. The Applicants have defined and 
set forth physical and chemical identifying characteristics, and correlated the core amino acid 
sequences of the binding peptide of the present invention with its ability to bind streptavidin. 

All of the cited precedential cases, as well as the Guidelines, have made clear that 
written description can be satisfied by disclosure of various relevant identifying characteristics 
including "complete or partial structure, other physical and/or chemical properties, functional 
characteristics when coupled with a known or disclosed correlation between function and 
structure, or some combination of such characteristics." Enzo Biochem. Inc. v. Gen-Probe, Inc. 
323 F.3d 956 (Fed. Cir. 2002). As stated above, Examples 1-3 of the present application 
precisely describe specific fusion proteins, their expression and their purification using a 
streptavidin binding peptide. Not only have these Examples described the present invention, but 
these Examples are working examples; one of ordinary skill in the art would immediately 
recognize that the present invention had actually been reduced to practice by the inventor. 

While Applicants strongly believe that an actual reduction to practice is not required to prove 
possession of the present invention, Applicants do agree that a description of actual reduction to 
practice is evidence of conception of an invention. To this point, the Guidelines state "if 
evidence typically provided to prove a complete conception is present in the specification as 
filed, it would be sufficient to show possession." Guidelines, comment 12 at 1 101 . A 
specification that shows possession bv definition contains adequate written description. 
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Thus, the Applicants submit that they have conveyed their possession of the subject 
matter of currently pending claims 16-17, 32-38 and 40-46 to the person of ordinary skill in the 
art with reasonable clarity in accordance with 35 U.S.C. §1 12(1) and the related case law 
interpreting this statute. 

Enablement 

The July 12, 2006 Office Action rejected claims 16-17, 32-38 and 40-46 as allegedly 
lacking support in the specification sufficient to describe how to make the invention as claimed. 
Applicants respectfully traverse this rejection as it may be held to apply to the present amended 
claims. 

The Examiner provides arguments based on the so-called Wands factors. These factors 
include 1) the quantity of experimentation needed, 2) the amount of direction or guidance 
presented, 3) the presence or absence of working examples, 4) nature of the invention, 5) state of 
the prior art and relative skill of those in the art, 6) predictability or unpredictability of the art, 
and 7) breadth of the claims. In re Wands, 858 F.23d_, 8 USPQ2d _ (Fed. Cir. 1988). 

1) The Quantity Of Experimentation Needed 

With respect to the first factor, the quantity of experimentation necessary, the 
Examiner states that the instant specification is not commensurate with the scope (or breadth) of 
the claims, thereby combining the analysis of the first factor with that of the sixth. The Office 
Action lists various claim limitations without comment. Office Action of July 1 7, 2006, page 5, 
second paragraph, first three sentences. The Office Action then indicates that claim 32 recites a 
binding affinity of at least Kd greater than or equal to 10 mM, but alleges "no structure is 
provided for said fusion protein to make a correlation between structure and function." Again, to 
reference is made to the teachings of the specification. 
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With respect, Applicants strongly disagree with the Office Action's conclusion and point 
out that the specification is replete with disclosure concerning the correlation between the 
structure of the claimed fusion protein and function. For instance, on page 8, lines 1 8-24 it is 
stated that the structure of the protein linked to the streptavidin-binding peptide is independent of 
the binding properties of the fusion protein relevant to the present invention. Also as stated 
above, the structure of over 300 different specific streptavidin-binding peptides is provided on 
pages 6, 9, 12-14, 17, and the specific structure of two ditag fusions with cytochrome b562 is 
given in Example 1, while other specific examples of fusions comprising E. coli alkaline 
phosphatase and green fluorescent protein are provided in Examples 2 and 3, respectively. The 
disclosure on page 9 indicates three amino acid streptavidin binding ditag peptides (each 
comprising two streptavidin binding modules) that bind to STREPTACTIN® and streptavidin; 
each of these sequences comprises two modules, with each module comprising the three amino 
acid peptide sequence His-Pro-Gln-. Each of the modules comprises or consists of this sequence 
linked by 8, 10 or 13 amino acids, respectively of any sequence. The application indicates on 
page 9 that, of these ditag peptides, the peptides containing at least one module Trp-Ser-His-Pro- 
Gln-Phe-Glu-Lys bind more strongly to streptavidin than the ditag peptide in which the modules 
comprise only His-Pro-Gln. 

Similarly, on page 11, lines 15-20 the specification indicates a minimum binding ditag 
comprises the binding sequence -His- Pro-Baa-, wherein Baa is selected from Gin, Asn and Met. 

The Examples provide detailed disclosure of experimental methods of making and testing 
6 specific fusion proteins, each comprising a protein and a streptavidin-binding peptide 
comprising at least two sequentially arranged binding modules comprising the amino acid 
sequence -His-Pro-Baa- (in which Baa is selected from the group consisting of glutamine, 
asparagine and methionine) located at the amino or carboxy terminus of the protein, as per the 
present claims as amended. 
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Thus, Applicants submit that the specification contains detailed information teaching one 
of ordinary skill in the art to make the fusion proteins of the present invention without undue 
experimentation. 

2) The Amount of Direction of Guidance Provided 

Similarly, the specification provides a high degree of guidance and specific direction to 
those of ordinary skill in the art enabling such a person to make the claimed fusion proteins as 
currently amended. 

As cited above, the specification provides the require core streptavidin-binding amino 
acid sequence -His-Pro-Baa- (wherein Baa is selected from Gin, Asn and Met), as well as over 
300 specific examples of streptavidin-binding peptides comprising at least two modules, with 
each module containing this sequence. The specification compares the amino acid sequences of 
strongly streptavidin-binding peptides and more weakly streptavidin-binding peptides. The 
specification indicates that the amino acid sequence between modules preferably be from 0 to 50 
amino acids in length and have no biological function. The specification indicates that the 
protein moiety of the fusion protein may be virtually any protein. Pages 19 and 20 of the 
specification disclose how to make recombinant vectors expressing the fusion proteins of the 
present invention. The Examples provide further guidance and teaching concerning exactly how 
to make 6 specific fusion proteins having a total of three disparate protein moieties. 

The examiner has stated that the instant specification provides no guidance or direction as 
to which regions of the protein would be tolerant of modifications and which would not. 
Presently amended claim 16 (and all dependent claims) now include the core streptavidin- 
binding amino acid sequence -His-Pro-Baa- (wherein Baa is selected from Gin, Asn and Met. 
The specification also makes clear that the amino acids between modules may be any amino 
acids, but are preferably high in glycine and/or serine residues, and that the linked protein may 
be any amino acid sequence. 



Docket No 10013.0014US 
Application of Schmidt 
Page 15 

The Office Action also indicates that claim 46 is directed to a deletion and/or 
substitution mutant of the protein and states that the specification provides no indication where 
the substitution or deletion would occur. This claim has been cancelled without prejudice and 
therefore the rejection is now moot. 

As a result, the present specification provides able guidance to permit the person of skill 
in the art, in light of what was well known in the art at the time of filing, to make the present 
invention without undue experimentation. 

3) The Presence Or Absence Of Working Examples 

Also as disclosed above, the specification provides working examples showing not only 
how to make 6 specific fusion proteins (comprising the different protein moieties) falling within 
claim 16 as amended, but also methods for testing the binding and elution thermodynamics of 
such fusion proteins. 

4) Nature Of The Invention 

The present invention is drawn to a fusion protein comprising a streptavidin-binding 
peptide linked to a protein, wherein the streptavidin-binding peptide comprises a sequential 
arrangement of at least two modules, wherein the streptavidin binding peptide is located at the 
carboxy terminal end or at the amino terminal end of the protein, wherein each module binds at 
least one of a streptavidin and a streptavidin mutein, and wherein the modules are different or 
identical and each of the two modules comprises an amino acid sequence -His-Pro-Baa- in 
which Baa is selected from the group consisting of glutamine, asparagine and methionine. 

The nature of the invention is thus in the way of a preferably recombinant fusion protein 
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comprising virtually any "passenger" protein and a streptavidin-binding peptide comprising at 
least two binding modules. 

5) State Of The Prior Art And Relative Skill Of Those In The Art 

The Office Action has cited Wells, Biochemistry 29:8509-8517 (1990) as support 
for the argument that it is known that many amino acid substitutions are possible, the positions 
within the protein's sequence where such amino acid substitutions can be made with a reasonable 
expectation of success are limited, as certain positions are critical to the protein's 
structure/function relationship. 

As a preliminary matter, Applicants submit that a 1990 publication in a rapidly 
evolving area of research such as protein purification, expression of fusion proteins, and affinity 
purification does not accurately indicate the state of the art as of the March 2001 filing date of 
the present application. 

Furthermore, as Applicants have elsewhere made clear, the protein moiety of the 
fusion protein may be virtually any protein, since the binding properties of the fusion protein are 
substantially independent of the protein linked thereto, as disclosed on page 8, at lines 18-24. 
Thus, for the present invention, the structure/function relationship of the protein moiety is not 
critical to the claims, as the protein moiety of the claimed fusion protein may be any protein. 

The state of the art of protein purification, expression of fusion proteins, and affinity 
purification was considerably further advanced in 2001, when the priority application was filed, 
than is evidence in the Wells paper cited by the examiner. For example, at the priority date it 
was within the knowledge of one of ordinary skill in the art (typically a person having a Ph.D. in 
biochemistry or molecular biology) to construct an expression vector in which an affinity peptide 
such as the streptavidin-binding peptide of the present invention is fused on the DNA level C- 
terminally or N-terminally to a protein of interest and produce the fusion protein in a suitable 
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expression system. Applicants call the Examiner's attention to U.S. Patents 5,506,121 and 
6,103,493, both of which issued before the filing date of the present application and disclose 
fusion proteins. Additionally, Applicants call the Examiner's attention to the review article 
Schmidt & Skerra, Use of the Strep-Tag and Streptavidin for Detection and Purification of 
Recombinant Proteins, Methods in Enzymology 326:271-304 (2000). Applicants hereby 
provide copies of these publications to the Examiner for her convenience. 

These publications show that the state of the art with regard to protein:protein affinity 
binding and affinity chromatography was quite far advanced at the filing date of the present 
invention; clearly the present invention represents a further inventive step therefrom, but the 
person of ordinary skill in the art, being informed of such a step, would clearly have been able to 
synthesize and use the fusion proteins of the invention with facility. 

Evidence of this fact is further provided in the publications Junttila et al, Proteomics 
5:1 199-1203 (2005) and One-Strep Kit Manual (version PR1 3-0007 IBA GmbH February 2006), 
which are also enclosed for the Examiner's convenience and describe the synthesis and use of 
the presently claimed fusion proteins. 

6. Predictability Or Unpredictability Of The Art 

The July 12, 2006 Office Action argues that the state of the art provides evidence for the 
high degree of unpredictability of the present invention. In this paragraph the Office Action now 
argues that the specification does not teach the person of skill in the art "how to practice [use] the 
invention commensurate in scope with the claims"; previous arguments were addressed to the 
"how to make" prong of the enablement analysis. 

The "state of the art" cited by the Examiner is Wells, a 1990 reference that in no way can 
be considered to represent the state of the art at the priority date of March of 2001 . Furthermore, 
the Office Action's discussion of mutations is addressed to the protein moiety of the fusion 
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protein (i.e. comprising both protein and streptavidin-binding peptide moieties) of claim 16 et 
seq. But as stated above, the sequence of the protein moiety is independent of the streptavidin- 
binding properties of the fusion protein of the present invention, and may therefore comprise 
virtually any sequence, so long as the fusion protein binds streptavidin. It cannot, therefore, be 
seriously doubted that the acts of making and using the claimed fusion proteins are clearly 
predictable; see e.g., Examples 1-3 of the specification, which demonstrates the 
interchangeability of three different protein moieties. Furthermore, Junttila et al, Proteomics 
5:1 199-1203 (2005) and One-Strep Kit Manual (version PR1 3-0007 IBA GmbH February 2006), 
already made of record, demonstrate that fusion proteins employing a streptavidin moiety is 
routinely chosen by the laboratory end user, and the linked protein generally need only be a 
"protein of interest." Thus, with regard to the protein moiety of the claimed fusion protein, the 
present invention is very predictable. 

Concerning the streptavidin-binding peptide moiety of the presently claimed invention, 
the invention is also far from unpredictable. The specification provides the amino acid sequence 
of the "minimal binding ditag"; this sequence is the irreducible core streptavidin binding amino 
acid sequence, on page 11, lines 15-20 of the present specification. In this core sequence, each 
binding module comprises the sequence -His-Pro-Baa- where Baa is selected from the group 
consisting of Asn, Gin, and Met. Id, 

This disclosure clearly teaches the critical (invariable) residues in the invention of claim 
16 et seq. The core sequence (which is part of amended claim 16) clearly indicates that, for 
example, a substitution mutation in which His, Pro or Baa are replaced by another amino acid is 
not included in the "minimum binding" sequence. Likewise a deletion or insertion mutation 
whereby His, Pro or Baa is either removed or another amino acids inserted between the residues 
is not tolerated by this "minimum binding" sequence. 

Finally, the identity of the amino acids between the two or more binding modules is 
stated in the specification as well; these residues may be any amino acid, and preferably Gly or 
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Ser. 

Thus, the predictability of the present invention is high. 

7. Breadth of the Claims 

As amended, claim 16 (the sole independent claim) is drawn to a fusion protein 
comprising a streptavidin-binding peptide linked to a protein, wherein the streptavidin-binding 
peptide comprises a sequential arrangement of at least two modules, wherein the streptavidin 
binding peptide is located at the carboxy terminal end or at the amino terminal end of the protein, 
wherein each module binds at least one of a streptavidin and a streptavidin mutein, and wherein 
the modules are different or identical and each of the two modules comprises an amino acid 
sequence -His-Pro-Baa- in which Baa is selected from the group consisting of glutamine, 
asparagine and methionine. 

While this claim encompasses a variety of fusion proteins, much of this variety is due to 
the interchangeability of the protein moiety of the fusion protein. The nature of this moiety is 
largely unimportant to the patentability of the present claims. The person of ordinary skill in the 
art realizes this fact; the invention is drawn to the streptavidin-binding properties of the fusion 
protein rather than the identity linked moiety in much the same way that a trailer is not defined 
by virtues of each and every type of vehicle that may pull it. 

When examining the claim limitations drawn to the streptavidin binding moiety, it can be 
seen that the claim is actually significantly restricted. To fall within the scope of the claims, the 
streptavidin-binding moiety must: 

1) comprise a sequential arrangement of at least two modules 

2) each module must bind a streptavidin or a streptavidin mutein 

3) the peptide must be located at the carboxy or amino terminus of the linked protein 



• t 
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recited in the claim 

4) each of the two modules must comprises the amino acid sequence -His-Pro-Baa- in 
which Baa is selected from the group consisting of glutamine, asparagine and 
methionine. 

It can be seen that these claim limitations are consistent with the disclosure contained in 
the specification, as described above in both the text and Examples. For this reason, it is 
clear that the present invention is enabled in a manner commensurate with the scope of 
the invention. 

Thus, the presently claimed invention is clearly disclosed in a manner that permits 
the person of ordinary skill in the art to make and use the invention without undue 
experimentation. 

Rejoinder 

Because the present composition claims (in particular, product claims 1, 15, 16, 
and 17) are now thought to be in condition for allowance, Applicants hereby respectfully ask the 
Examiner to rejoin and examine withdrawn method claims 19-26 in accordance with MPEP 
§821.04, since these method claims depend and incorporate all the limitations of claims 1,15, 
16, or 17. 
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CONCLUSION 



For the reasons given above, the Applicants submit that the claims, as amended, are now 
in condition for allowance, and that method claims 19-26 should be rejoined and examined. 

A one-month extension of time to reply is thought to be due in connection with this 
communication, as it is being filed within one month following the expiration of the three month 
shortened statutory period set in the Office Action. Applicants hereby authorize the 
Commissioner to use Deposit Account 50-4004 for the payment of this and any other fee that 
may be due in connection with this communication, or to credit any overpayment. If there are 
any questions associated with this communication, the Examiner is invited to telephone the 
undersigned at the telephone number listed. 



Respectfully submitted, 





Carlos A. Fisher 
Registration No. 36,5 1 0 
Stout, Uxa, Buyan & Mullins, LLC 



4 Venture, Suite 300 
Irvine, CA 92618 
Telephone: 949-450-1750 
Fax:949-450-1763 



